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DETAILED ACTION 

Status of the Claims 

1. Claims 1-23 were filed on September 15, 2006. 

The preliminary amendment filed on September 15, 2006 amended claims 3, 7, 16-18, 

and 23. 

The amendment to the claims received on April 24, 2009 amended claims 1, 2, 4-6, 8, 9, 
and 11-18 and added new claims 24-35. 

Claims 1-35 are currently pending. 

Claims 1-7 are currently under consideration. 

Election/Restrictions 

2. Applicant's election with traverse of Group I (claims 1-7) in the reply filed on April 24, 
2009 is acknowledged. The traversal is on the ground(s) that Wong et al. and Fitzgerald do not 
teach an insert introduced in a protease sensitive loop of the A chain of a toxic protein. This is 
not found persuasive because the presently claimed invention does not require the insert to be 
introduced in a protease sensitive loop of the A chain of a toxic protein. The presently claimed 
invention (independent claim 1) requires the following structure: (a) an A chain of a toxic protein 
which comprises a protease-sensitive loop region (i.e. inherent property of at least some A chains 
of toxic proteins) and (b) a polypeptide insert comprising at least 2 amino acid residues wherein 
the polypeptide insert is introduced into the A chain of a toxic protein (i.e. including 
nonprotease-sensitive loop regions). In addition, dependent claim 6 states that the polypeptide 
insert can be before or after amino acids 1-239 of the Shiga-like toxin A chain (i.e. polypeptide 
insert can be added at the N- or C-terminus of the toxin A chain; polypeptide insert can be added 
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in nonprotease-sensitive loop regions; specification pages 6-7 states that the protease-sensitive 
loop is present at residues 242-261). Therefore, Wong et al. teach compositions comprising a 
peptide fragment between 2 and 50 amino acid residues in length fused to therapeutic agents 
including A chain toxin (i.e. A chain toxin with an N- or C-terminus addition) and (please refer 
to the entire specification particularly paragraphs 8-9, 11-12, 56; claims 7, 1 1, 13-14). 
The requirement is still deemed proper and is therefore made FINAL. 

3. Claims 8-35 are withdrawn from further consideration pursuant to 37 CFR 1.142(b), as 
being drawn to nonelected inventions, there being no allowable generic or linking claim. 
Applicant timely traversed the restriction (election) requirement in the reply filed on April 24, 
2009. 

4. Upon further consideration, the species election for Group I is withdrawn. 

Potential Rejoinder 

5. Applicants elected claims directed to the product. If the product claims are subsequently 
found allowable, withdrawn process claims that depend from or otherwise include all the 
limitations of the allowable product claim will be rejoined in accordance with the provisions of 
MPEP § 821.04. Process claims that depend from or otherwise include all the limitations of the 
patentable product will be entered as a matter of right if the amendment is presented prior to final 
rejection or allowance, whichever is earlier. Amendments submitted after final rejection are 
governed by 37 CFR 1.116; amendments submitted after allowance are governed by 37 CFR 
1.312. 
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In the event of rejoinder, the requirement for restriction between the product claims and 
the rejoined process claims will be withdrawn, and the rejoined process claims will be fully 
examined for patentability in accordance with 37 CFR 1.104. Thus, to be allowable, the rejoined 
claims must meet all the criteria for patentability including the requirements of 35 U.S.C. 101, 
102, 103, and 1 12. Until an elected product claim is found allowable, an otherwise proper 
restriction requirement between product claims and process claims may be maintained. 
Withdrawn process claims that are not commensurate in scope with an allowed product claim 
will not be rejoined. See "Guidance on Treatment of Product and Process Claims in light of In re 
Ochiai, In re Brouwer and 35 U.S.C. § 103(b)," 1 184 O.G. 86 (March 26, 1996). Additionally, 
in order to retain the right to rejoinder in accordance with the above policy, applicant is 
advised that the process claims should be amended during prosecution either to maintain 
dependency on the product claims or to otherwise include the limitations of the product 
claims. Failure to do so may result in a loss of the right to a rejoinder. Further, note that the 
prohibition against double patenting rejections of 35 U.S.C. 121 does not apply where the 
restriction requirement is withdrawn by the examiner before the patent issues. See MPEP § 
804.01. 

Priority 

6. The present application claims status as a 371 (National Stage) of PCT/CA04/00443. 

Information Disclosure Statement 

7. The information disclosure statement (IDS) submitted on April 30, 2007 is being 
considered by the examiner. 
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Sequence Compliance 

8. This application contains sequence disclosures that are encompassed by the definitions 
for nucleotide and/or amino acid sequences set forth in 37 CFR 1.821(a)(1) and (a)(2). However, 
this application fails to comply with the requirements of 37 CFR 1.821 through 1.825 for the 
reason(s) set forth below or on the attached Notice To Comply With Requirements For Patent 
Applications Containing Nucleotide Sequence And/Or Amino Acid Sequence Disclosures. 
Figures 2A and 2B and the specification at page 4, line 29 and pages 16-17 (Tables 1-2) contain 
sequences without proper SEQ ID NOs:. The sequence rules embrace all unbranched nucleotide 
sequences with ten or more bases and all unbranched, non-D amino acid sequences with four or 
more amino acids, provided that there are at least 4 "specifically defined" nucleotides or amino 
acids. See the objections to the Drawings and Specification below. 

Drawings 

9. The drawings are objected to because Figures 2A and 2B contain sequences withtou 
proper SEQ ID NOs: (see MPEP § 2420). Corrected drawing sheets in compliance with 37 CFR 
1.121(d) are required in reply to the Office action to avoid abandonment of the application. Any 
amended replacement drawing sheet should include all of the figures appearing on the immediate 
prior version of the sheet, even if only one figure is being amended. The figure or figure number 
of an amended drawing should not be labeled as "amended." If a drawing figure is to be 
canceled, the appropriate figure must be removed from the replacement sheet, and where 
necessary, the remaining figures must be renumbered and appropriate changes made to the brief 
description of the several views of the drawings for consistency. Additional replacement sheets 
may be necessary to show the renumbering of the remaining figures. Each drawing sheet 
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submitted after the filing date of an application must be labeled in the top margin as either 
"Replacement Sheet" or "New Sheet" pursuant to 37 CFR 1.121(d). If the changes are not 
accepted by the examiner, the applicant will be notified and informed of any required corrective 
action in the next Office action. The objection to the drawings will not be held in abeyance. 

Specification 

10. The abstract of the disclosure is objected to because figures or drawings should not be 
duplicated in the specification (i.e. including the abstract). Figure 1 is duplicated in the abstract. 
Correction is required. See MPEP § 608.01(b). 

1 1 . The disclosure is objected to because of the following informalities: page 4, line 29 and 
Tables 1-2 (see pages 16-17) contain sequences without proper SEQ ID NOs:. 

Appropriate correction is required. 

12. Clarification regarding the disclosure of SEQ ID NO: 1 in the paragraph spanning pages 
6-7 is requested. The specification states that the A chain is 293 amino acids in length. However, 
SEQ ID NO: 1 is 299 amino acids in length. Therefore, are the 6 additional amino acids of SEQ 
ID NO: 1 part of the A chain, an addition at the N-terminus, an addition at the C-terminus, etc.? 

Invention as Claimed 

13. A combinatorial protein library comprising a plurality of protein species, each protein 
species comprising an A chain of a toxic protein in which an insert has been introduced, wherein 
the A chain of the toxic protein comprises a protease-sensitive loop or region, and wherein the 
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insert is a polypeptide of varying amino acid sequence having a length of at least 2 amino acid 
residues and variations thereof 

Therefore, the presently claimed invention requires the following structure: (a) an A 
chain of a toxic protein which comprises a protease-sensitive loop region and (b) a polypeptide 
insert comprising at least 2 amino acid residues wherein the polypeptide insert is introduced into 
the A chain of a toxic protein (i.e. including nonprotease-sensitive loop regions). In addition, 
dependent claim 6 states that the polypeptide insert can be before or after amino acids 1-239 of 
the Shiga-like toxin A chain (i.e. polypeptide insert can be added at the N- or C-terminus of the 
toxin A chain; polypeptide insert can be added in nonprotease-sensitive loop regions). 

Claim Rejections - 35 USC § 112 

14. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

15. Claim 6 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for failing 
to particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. One of skill in the art would not be able to determine the scope of the presently 
claimed invention. For example, independent claim 1 requires "an A chain of a toxic protein in 
which an insert has been introduced" which implies that the "insert" is within the A chain of a 
toxic protein. However, dependent claim 6 states that the insert is introduced "before or after 
amino acids 1-239 of the Shiga-like toxin I A chain" (i.e. including N- or C-terminus additions, 
not insertions within the A chain of a toxic protein). Therefore, the scope of the presently 
claimed invention is not clear. 
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16. Claims 4-6 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. One of skill in the art would not be able to determine the scope of the presently 
claimed invention. For example, do the claims require the full-length sequence of SEQ ID NO: 1 
with an insert at the designated positions or if only a portion of SEQ ID NO: 1 is required by the 
claims. Therefore, the scope of the presently claimed invention is not clear. 

Claim Rejections - 35 USC § 102 

17. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

18. Claims 1-3 and 6-7 are rejected under 35 U.S.C. 102(b) as being anticipated by Williams 
et al. U.S. Patent 6,080,400 issued June 27, 2000. 

For present claims 1-3 and 6-7, Williams et al. teach fusion proteins (i.e. library) 
comprising Shiga-like toxin I A chain fused to a polyhistidine tags, MBP, flag, or other tags 
wherein the tags are added at the N-terminus of the A chain (i.e. before residue 1 of SEQ ID NO: 
1) and SEQ ID NO: 47 (i.e. 95.6% identity with present SEQ ID NO: 1) which comprises an 
insert between residues 4 and 5 and another insert between residues 6 and 7 (please refer to the 
entire specification particularly columns 5-6, 11-12, 16, 18-19, 23, 44-45; SEQ ID NO: 47; see 
SCORE). 

Therefore, the teachings of Williams et al. anticipate the presently claimed invention. 
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19. Claims 1-3 and 6-7 are rejected under 35 U.S.C. 102(b) as being anticipated by Gariepy 
et al. WO 99/40185 published August 12, 1999 (provided by applicants in the IDS). 

For present claims 1-3 and 6-7, Gariepy et al. teach polypeptide libraries comprising 
Shiga-like toxin A chain (SEQ ID NO: 1) fused to hexahistidine at the N-terminus (i.e. before 
residue 1; please refer to the entire specification particularly the abstract; pages 2-3, 5-6, 8, 1 1, 
15; Figure 1). 

Therefore, the teachings of Williams et al. anticipate the presently claimed invention. 

Double Patenting 

20. The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321 (c) or 1 .32 1 (d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

21 . Claims 1-7 are provisionally rejected on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 129-145 of copending Application No. 
12/088,206. Although the conflicting claims are not identical, they are not patentably distinct 
from each other because both the presently claimed invention and the invention as claimed in 
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U.S. application 12/088,206 are drawn to combinatorial protein libraries comprising an A chain 
of a toxic proteins and an insert of at least 2 amino acid residues wherein the A chain is from 
Shiga- like toxin and the insert is between residues 242 and 261 of Shiga- like toxin A chain. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Future Communications 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to AMBER D. STEELE whose telephone number is (571)272-5538. 
The examiner can normally be reached on Monday through Friday 9:00AM-5 :00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on 571-272-0951. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Amber D. Steele/ 

Primary Examiner, Art Unit 1639 
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